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Table 1, Parameters analyzed

Number of patients treated with cefaclor

1 Percentage of patients tr i = - — X100
g patients treated with cefaclor Number of patients regarded as requiring cefaclor
2 Reasons why cefaclor was not used despite cefaclor therapy being regarded as necessary:
. . . { s showing adverse reactions
3 Incidence of adverse reactions= Number of cases showing M x100

Number of patients treated with cefaclor

Patient and therapeutic factors possibly affecting adverse reactions:
Patient factors: 1) sex
2) age
4 3) diagnosis, underlying disease and complications
4) personal and/or familial history of drug allergy
5) patient’s and/or familial predisposition to allergy
Therapeutic factors: frequency of administration, daily dosage and total dosage of cefaclor and concomitant drugs

5 Interactions between patient and therapeutic factors
6 Profiles of patients developing shock and other serious adverse reactions
7 Drug effectiveness and usefulness as assessed by the physician in charge
8 Others (adopted at preliminary evaluation meetings)

Table 2. Subjects of this study

No. of faciliti
0. of factiiies No. of cases (%) Target:
(departments) )
106,447 patients
Total subjects 904 108,549 (100.0) Actual:
Cefaclor used 904 108,276 ( 99.7) | & |101.7% of the
t t
Cefaclor not used 273 (1 0.3) arge
Reasons why cefaclor was not used No. of cases Percentage
Patient history of drug allergy 188 : (68.9)
Patient predisposition to allergy 14 : ) (5.1)
Unknown allergy history of patient 4 : (1.5)
Familial history of drug allergy 10 (3.7)
Familial predisposition to allergy 1 (0.4)
History of adverse reactions to the :
3 : (1.1)
test drug :
History of diarrhea following 5 (0.7)
antibiotic therapy :
No response to past cefaclor therapy 11 : (4.0
Serious underlying diseases or
L 7 (2.6)
complications
Inability to take the drug or food
17 (6.2)
orally :
Pregnant or possibly pregnant 10 : (3.7
Non-compliance with medication 5 :
instructions (1.8)
Three daily doses are inconvenient 1 : (0.4)
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Table 3. Distribution of subjects by background variables and therapeutic factors (1)
No of patients (%)
Item Category
108,276 (100.0)
Department Internal medicine 39,174 ( 36.2)
Surgery 8,212 ( 7.6)
Orthopedic surgery 2,048 ( 1.9)
Urology 2,932 ( 2.7
Gynecology 2,09 ( 1.9
Otorhinology 13,330 ( 12.3)
Ophthalmology 643 ( 0.6)
Dermatology 1.371 ( 1.3)
Pediatrics 36,317 ( 33.5)
Oral surgery 1,897 ( 1.8)
Others 256 ( 0.2)
Age and sex Total Male Female Unknown
Under 1 year 5,740 ( 5.3) 3,124 ( 2.9) 2,604 (2.4 12 (0.0)
1—5 years 31,738 ( 29.3) 16,962 (15.7) 14,718 (13.6) 58 (0.1)
6—9 years 9,499 ( 8.8) 4,996 ( 4.6) 4,483 (4.1) 20 (0.0)
10—15 years 7,495 ( 6.9) 4,080 ( 3.8) 3,403 ( 3.1) 12 (0.0)
Sub-total fi
ub-total for 54,472 ( 50.3) 29,162 (26.9) 25,208 (23.3) 102 (0.1)
age below 15
16—19 years 3,998 ( 3.7) 2,072 (1.9 1,920 ( 1.8) 6 (0.0)
20—29 years 10,388 ( 9.6) 4,441 ( 4.1) 5,936 ( 5.5) 11 (0.0)
30—39 years 10,437 ( 9.6) 4,825 ( 4.5) 5,599 ( 5.2) 13 (0.0)
40—49 years 9,203 ( 8.9) 4,405 ( 4.1) 4,790 ( 4.4) 8 (0.0)
50—59 years 8,143 ( 7.5) 3,693 ( 3.4) 4,443 (4.1) 7 (0.0)
60—69 years 6,309 ( 5.8) 2,931 (2.7) 3,370 ( 3.1) 8 (0.0)
over 70 years 5,193 ( 4.8) 2,350 ( 2.2) 2,836 ( 2.6) 7 (0.0)
Sub-total for | | oo
53,671 ( 49.6) 24,717 (22.8) 28,894 (26.7) 60 (0.1)
age over 16
Unclassified 4 ( 0.0 3(0.0 1(0.0) 0 (0.0)
Data missing 129 ( 0.1) 76 (0.1) 51 ( 0.0) 2 (0.0)
Total 108,276 (100.0) 53,958 (49.8) 54,154 (50.0) 164 (0.2)
Underlying Present 21,308 ( 19.7)
diseases and Absent 86,619 ( 80.0)
complications Unclassified 318 ( 0.3)
Data missing 31 ( 0.0)
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Table 4, Distribution of subjects by background variables and therapeutic factors (2)

No of patients (%) Percentage of patients
Item Category ———————— | with his/her allergy
108,276 (100.0) | pigory
Personal and/or Patient Family
familial history + + 1.999 ( 18)
of allergy + - 4,132 ( 3.8)
+ unknown 1,707 ( 1.6)
Patient (+) total 7,838 ( 7.2) {100 ]
- + 2,215 ( 2.0)
- - 74,560 (68.9)
- unknown 20,989 (19.4)
Patient (—) total 97,764 (90.3)
unknown + 65 ( 0.1)
unknown - 313 (0.3
unknown unknown 2,296 ( 2.1)
Patient “unknown” total 2,674 ( 2.5)
Personal Drugs Other than
history of drugs
allergy + + 266 ( 0.2) [ 3.4)
+ - 1,032 ( 1.0) [13.2]
+ unknown 74 (0.1)
Drug (+) total 1,372 ( 1.3)
- + 6,423 (5.9 [ 81.9]
- - 97,764 (90.3)
- unknown 1,845 ( 1.7)
Drug (—) total 106,032 (97.9)
unknown + 43 ( 0.0)
unknown - 74 (0.1)
unknown unknown 755 (0.7)
Drug “unknown” total 872 ( 0.8)
Hospitalization Inpatient 3,423 ( 3.2)
status Outpatient 104,047 (96.1)
Inpatient—Qutpatient 591 ( 0.5)
Data missing 215 (0.2)
Cefaclor Capsule 62,984 (58.2)
formulation Granule 45,207 (41.8)
Data missing 79 (0.1)
L-KR 6 (0.0
Daily cefaclor < 100 16 ( 0.0)
dosage (mg) 100 < 200 426 ( 0.4)
200 < 300 2,446 ( 2.3)
300 < 400 8,300 ( 7.7)
400 < 500 11,488 (10.6)
500 < 600 7,865 ( 7.3)
600 < 700 9,087 ( 8.4)
700 < 750 2,437 ( 2.3)
750 44,397 (41.0)
750<  <1,500 8,176 ( 7.6)
1,500 13,560 (12.5)
1,500< 74 (0.1)
Data missing 4 (0.0
Duration of 3 days or less 38,410 (35.5)
cefaclor 4-7 57,856 (53.4)
therapy 8—14 10,538 ( 9.7)
15—28 1,137 (1.1)
29— 181 ( 0.2)
Data missing 154 (0.1)
Concomitant Present 88,799 (82.0)
drugs Absent 19,473 (18.0)
Data missing 4 (0.0
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Table 5, A case of anaphylactic shock induced by cefaclor

Course

Patient

Adverse reactions, course and causal relationship with cefaclor

1) Age: 3 years 1 month
2) Sex: male
3) Hospitalization status: Outpatients

1989

1) Reaction: anaphylactic shock of moderate severity, developing on September 14,

(on the day cefaclor therapy was initiated)

20: 20 Supper (octopus, salmon, etc.)

First 150 mg cefaclor granule taken
Toothache (+), lingual pain (+),
abdominal pain (+), facial swelling (4})
Transported by ambulance:

Hypotension, bradycardia, consciousness
disturbance (+), cold sweat (+), cyanosis (+),
extremity swelling (+)

systemic urticardia (+), vomiting (+).
Treatment (see below) was administered.
All symptoms disappeared.
Consciousness normalized.

Negative when tested by RAST

21:20

—Admitted to another hospital 2) Course:
4) Diagnosis: infectious impetigo of the Date Time
face, without fever Sep. 14 19:30-
5) Underlying disease/ complications: 21 : 00
absent 21:15—
6) History of allergy:
(Patient) absent 21:30
(Family) unknown
7) Beta-lactam therapy in recent years
(1) history of beta-lactam therapy:
present
(2) Drug: cefaclor granule
(3) Daily dosage: 550 mg Sep. 15 1:30
(4) Start: May 28,1989
(5) Duration: 3 days Nov. 29
(6) Concomitant drug: Biofermin 3) Causal relationship:

(lactomin)
(7) Adverse reactions: absent
(Previous history of cefaclortherapy)
Two days, starting November 17,
1987: no abnormal response

Cefaclor: possible
Supper (octopus, salmon, etc.): unlikely

Three days, starting April 27,1988: Treatment

Course

no abnormal response

Most recent cefaclor therapy

1) Start: September 14,1989
2) Daily dose: 450 mg cefaclor gran.
3) Concomitant drug: none

2) Others
(1)
(2)
(3) Steroids

1) Cefaclor discontinued

Bosmin (epinephrine)
I. V. solution

1) Recovered
2) One day after the onset of the adverse reaction

T RTOERBBEERL 2, ZDEFICOWT, FHES

2O¥ER [MEBTHZL, HRLbFOSIT, 7
F747F%Y—vay I DEXFRBE, £72, B8
M7+ 747Fy— Y3y 70EMMERTIREY
ZEEDLABETHS, CCL t DHRMRIIZ “H5
b0 128, =77 b HRETHL| THo, £iE
EbFHEEESOHEFAEL 2,

Xz, BBEERVBEBEL1I2HEOARRIZIZEA LD
RETHY, TORSORBAHFHIZ106 4 (BHE
0.098%) THy, BABERERD M.6%% 5D, F
BOMABEEIZFig. 4 RLIz& S, ERSRH
181% L H¥EHELHED, ROTEBRAMEZH
28.3%, BEEMM13.2%THY, ZOIEET
89.6%TH -7,

¥ 72, MGERERMBFEEL 72 103 4, THIH 59 4
(57.3%) Thh, BEERZHLOBIRBDOoNE o7, %
DI FHFIRE, BREZETH> 1. B/NRTBW
Tit, MILBER 44 b, 3814 (86.4%) B THITH
272

2 BIEREROEE

Others: 2cases, 0.002%(1.9%)

Eczema type:

14 cases, 0.013% (13.2%)
Solid drug eruption type:
2cases, 0.002% (1.9%) /A=
Multiform erythema~ &
type: 2cases,
0.002%(1.9%)

Erythrodermia type:
Scases, 0.005%
(4.7%)

Urticaria type:
2 cases,

0.047 %
(48.1%)*

Disseminated
erythematous papule type:
30cases, 0.028% (28.3%)

(cases of rash/all cefaclor—treated patients=106/108,276; incidence
=0.098 %)

*number of cases and incidences (percentage)

Fig. 4. Types and incidences of rash.
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(3) EFREER DFBRFH
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T3 55.4%HSAR 3 [N, 91.1%4% 15 BRI F
BUTz, k72, HIGBER 103 #6 & USTHEAERE 8 4
T, PR 15 BRI ZNZ 85.4%, 75.0% 053K
L7

(4) BIWER £ DIREER

AF L [BHo»IEESD | #115.3 <20.4> % (WA
TCORIR 7H747Fy— v a3y 78I UNHEK
FER 1B ODWTOER), [H5EEDHD | 4342.8
44.2> %, [H2hb L] $338.6 31.0>0 % T
Hotz,

(5) BE5DOHkSL

BWERREERE, CCLERESDH IR T73.3 85.00 %
2hEDi,

(6) BEfEAENE (Fig. 6)

75.0 <80.5> %AEE L, 21.2 <17.7> %HEHL
720 BHERFEE» > OHKTAS L, 3HLMNIZ53.8
56.6> %DSEIE L, 10.6 <9.7> %H\EHRL 1, 12,
15BN 65.7 <69.9> %HSEIREL, 18.6 <15.9> %
MERL 72,

2) BEYRRETFLEERTOH T TV —FIGIEA
RBAE
(1) ZEERIEIERFREBRE
EIERFRBROHR X, Fig. TwwRLizL D, 0~
0.65%THbh, Bhek ooV EhBsont, KSR
T0.65% L botbE<, RoTOBARITO0.42%,
HERIT0.40%TH- 12,

number

Signs of hypersensitivity (112 cases)
100

67-9 16

) 4 5 B~1
b2 s 10~12

Number of doses

100 Liver dysfunction (8cases)

]

1 2 3 4 5 67~9 13~15316
Number of doses 10~12

of doses and adverse

Total Signs of hypersensitivity
B4 | Reduced
VA : Recovered Unknown or unchanged

v“z
i

Recovery or reduction rate (%)
ccsS88883388
7

R
,y,y,y,s,s,s,TTt:ty
el e, ssS

Days after appearance (days)

(236 patients in total, signs of hypersensitivity in 113 cases)

Fig. 6. Course of adverse reactions.

(2) FHmA| - HERIEIE R RBREE
SERRBEOEHAIZ, Fig.8wwmrmlLitkdi,
0.08~0.35%THH, FINT0.21%Th o1z, 70K
£T0.35%, 30RT0.34% L HEm» >, 72, BRA
T0.27%, NRT0.15% ThHo 1, RITHZ L, B
% 0.18%, TME0.24% LU THEHL, IhEFERFIC
ATH, IVERRDOELHETO0.45%, T0EU LT
0.39%, 50 KARDLMUT0.38% L E1>T. £2, 7
TT747F - vay I BIUABIERSERL 2
IB3HFREDWTHTYH, BH0.09%, XH0.12% LK
HTEL, ERIICAHATY, 0KRARDEZHET0.25%,
S50 RROLZHET0.20%, 10U EDLET0.18% L5

Pz,
(3) HEES - APHEOHER B X CEEREIERR
HEE (Fig. 9)
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Cases
Total | showi Incidence (%)

Department g

PATMEL | cases adverse

reactions| 0.1 0.2 0.r3 0;4 0.5 0.6 0.7
T T T Al

Internal

medicine 39,174 70 0.18
Surgery 8,212 14 |0.l7
Orthopedic 2,048 2 |0.10

surgery
Urology 29 19 0.65 |
Gynecology 2,006 5 |0.24
Otorhinclogy | 13,330 53 | 0.40
Ophthalmology 643 010
Dermatology 1,371 2 |0.15
Pediatrics 36,317 54 I 0.15
Oral surgery 1,807 8 ‘ |0.42
Others 256 1 |0.39

Total 108,276] 228 |0.21

Fig. 7. Incidences of adverse reactions by department.

BIfEARREIL, BRER - &OHE (Y] OEAIT
0.35%, (L] T0.18%TH- iz, WMER (EEH
¥ waBE, ME - EOREBESHAT1.08%, W
REMBHEBTO0.72% L ®Wh o Tz,

4) 7v¥—-BEEORKINEIERREEE

FABLURKD7 Vv ¥—BREREOERINBIERR
BIERE % Fig. 10 R L 72,

D FA (RE) O7vAF¥—BEEERT

BIfEFREEIL, BEMTVAX—0OBEE (Hh] O
EFTL1.24 (0.44) % (AT () HRRECHEE
03B HB/EDBWERARHEEK), [2L] T0.19% (0.19%)
THY, EMTUVLX-—BEE (Y] OEHTEL-
foo TDZER, TF747Fy—cvayrZbbdbnid
BBERBRERL I 1B FDHRICORTAD LS SICHE
BHTHY, EMT7 VIV -—BERE [0 ]| OEFMT
0.80 (0.29) %, [%&L] T0.09 (0.09) %TH-,

@ &EA - REOT VALY —-BEREET

BIERRERIR, EACTVLVX—BEE [HD] D
EHT0.50%, L] T0.18%THYH, KACHEE
[ ]| ODEFITCELoT, £y, 7F747F—

All adverse reactions Signs of hypersensitivity
No. of No. of Signs of
Age Total | patients Incidence (%) Sex | Totl [P Incidence (%) hyper Incidence (%)
(years) ) showing g sensitivity
patients | adverse patients {adverse such as
reactions eaction rash
0.1 02 0.3 04 0.5 0.6 0.1 0.2 0.3 0405 0.6 0.5 00 015 02 025 03 0.3
T T T T T T M 3‘12‘ 5 RS 0:15 T T T T l 0‘;3 T T T T 1
Below 1 | sw| u[  Jon o Bl v | s T
—] v 2R
_ . 15 0.09
1-5 31,738 55 0.17 5 20
] Ylim| &
6—9 9,499 10 0.11 v 010
}g 4,00 | 3 5 :0-“
3403 [ 3
- 7,49 6| |o.08 ' 2 0.05
10—15 :l 2 0.06
Subtotal for | o a :I“s M6 | ¢ PZ3015 18 22006
age below 15 ' | ' F |25.208| 39 [J0.15 0 — X
M| 207 3 0.14 3] 0.14
16—19 3,99 5 |0-13 F 1.925 2 .10 2 %
M| 4,41 8 0.18 3 0.07
20—29 10,388 % lo.za F| 59| 16 %W s%m
— v |y R | s
30-39 | 0| % 0.34 Flss9| 2 0.45 " Jozs
:' Ylom| § 0t 4 0.09
40—49 9,203 18 0.20 g : N %_“
50—59 s3] 031 Fldws) 17 0.38 5 0.14
Fl33| 1 .
- 6,309 19 0.30 ' 4 0.14
Flass| 1l 0.39
. 18 0.3 4 0.17
Subtotal for :027 M|un| MU 7773022 0 v/ /4012
ageover 15 | S 18 : Flosu| o T——Jon "} — R
M |53 9% 0.18 8 0.09
Total® 108,276} 28 |"-21 ¥ w %0-24 65%0.12

*patients of unknown age or sex are included (no adverse reactions noted in patients whose age and/or sex was unknown).

Fig. 8.

Incidences of adverse reactions by age and sex.
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36 HExZERERER KR
(Presence/absence )
Underlying Total patients [Patients developing adverse
diseases (Percentage)  [reactions (Incidence, %)
Complications 108,276 (100.0) 228(0.21)
Present 21,308 (19.7) 75(0.35)
Absent Sﬁ.gl 80.0 153 (0.18)
Unclassified 18 ( 0.3 0(0.0 )
Data missing 31 (0.0 000.0)
(Types)

Underlying diseases | Total &1:;?”"5 Incidence (%)
ot ents| adverse

Complications PN reactions0 0.2 0.4 0.6 0.8 1.0 1.2

Hematological, hemopoietic| 279| 3 — %

Urogenital [ ) R S— Y 7

Cancer, Neoplasm 846 U — X}

Respiratory 6.816( 31 — ¥

Mental neurological 1,701 LA v [ X

Obstetrical 251 1

D&xuti?eumct, gallbladder, ‘ZO"O

liver or pancreatic disease | 2,676 9 [——ou

Skdm&‘:bcuuneom tissue 1317 4 — )

Tuberculoss. Viral, fungal | | gy ——0.30

H)ép:.;mon, cardiovascular 4,949 13 —0.%

Musculoskeletal, connective 860 2 —0.23

Dibetes ooer endocrine | 1o17| 4 —

al T rine . N

disorders 0.2

Lol 3 [Joas

Total 26,107 9% [___—037

Fig. 9. Incidence of adverse reactions according to
the presence/absence and types of underlying
diseases/complications.

Y3y 7Bl URBIERSFERL L 13OV TAT
b, ZFAOHERE (b0 ] OEFT0.29%, [RL] T
0.08%THh, [HD] DIEFITEL»- 12,

(5) ARt - ARBIBIERRIREE

BIEAFREEIL, ABRHFITO0.35%, KB T0.20%
THY, ARBITED 5 12. EEPARE L NEBERIZ
RoTHEFITIZ1.69% & &S ICE» - T2,

(6) AIEBIBIER KRR
BIVFAREE X, » 7 LFIT0.24%, #k# T
0.17%TH-> 72,

(7) 1 BESEFEWERREBHAE
BIEBAHEM|MEOHHAIZ, Fig. 11 cRmLzL D, &K
ABITIRRAREENTWB1H750mg #5T0.24%,
1,500mg T0.37% ThH > 7z, /NERFITIZ1H 20 mg/
kg RIGDED#4 0.05% LB 728, FOMOEICH
WTIE0.15~0.19%ThH D, ELXEBEERDOLThrOD
BicswTbZXABETH- -, &5FTIR, BRABIT
0.27%, /NERBIT0.15%TH D, RABITE» - 72,
(8) BE5HEFIEERRBEE

BIfEREBRF L, BEHHES 1 2AUROWThORE
WKBWTH 0.20%BETH- 72,

9) PHFREOHEREFB L UELTIEIEBREHEE
BITEAFHEE I, Fig. 2Rl Lo 1, HHAX
(B ] OFEMTIZ0.23%, [ L] T0.11%TH N,
HAE [HD | ODEGITED» > 12, BRI (GEEF)

A DL, WIEEIGHEEIT0.49%, Hib: i A TF R
BIT0.44% & Fid - 7z,

4. HYE (KEB¥X) BLugAt (MEX) (Fig.
13)

1) ¥ (SEFIHT 2 [HENEE] 8LV (K
| GEGIDOH) 1385.3% Tho 1, HIEANCASE,
h 7K 86.7%, HIKA 83.6%TH0, MAIKICEK
WTIZIZRIBETH > 12,

2) MEX (REFCHT S [IENCHE] BLIU
[#E ] EFOWE) 1389.8%TH-o1, FIEAICAS
E, # 7€ LK91.0%, #NK88.2%THbD, MK
KCBOTIRZFERBETH> 7,

1. % "

CCLEE L 3RIERARRE DL TORERE
B UM% 3 EMOEHHE (HEARERYE) B
WT, WESNTVLIBIERORBRICIEIKEL/YTY
FRFHONT VS, THRIIHEEFAIBDOER L Y AE
FEDRBOS—~REHZ LMD, —HFREDTHEREAE
T, EE - RAOBWERRBR N L TERECLVE
REHRENEE S oNTEY, BWEAORNEB L URAE
EFBROIBE I+ I TWE LSRR S,

5E, BAMBToFAEOHKIE, CCLOTF 74
ZEFv—-vavys, BB EORBERE L £ 01t
HEZEWFRORBHAE t BEERLERCHAET S
», HHAEHCEH L L EREEOIREEECL, &
HRECHS»UHHREL PP IC CCL OB SHMNE
Hx /- 2fER = FAEXNR E L 72 prospective study %
LERETITY, IJIZEEE DRG], BRICNELS
12l ETHD, bI—DODFMI, KHBCYHVEAS
JURBRO7 VAV ¥—BERCODLTHI2ME £
LIZETHS, MZOEBIXODWTR, HE'?BL
UMY O®EICH 5 L 5 cBL ORFTERHER S
NTHEHES, EY7TVvAY— BT 2388 —EBEE
K> T&TW3, 22T, MZrITCR+9Trud
bz, BRIE7VALEF—BERCOLTO+S
HHZOKER, [CCLZESSHEY TRV LHman:
NRIZ, TOBRBFHT L BAELKT T2 HEr Lo
2o DI ER, BEEMVBOEFHEEI ATV 00%R
LEHCEVTY, 7774 7Fv— v ay s0EE
REWERABEBRLZVWEREZRVWLLTH D,

BEERRER L EM 7 VL ¥—BEROBFGRICOVL
T, FES'"VIIHEALEOSHOBRKE X 0 24t % 31
7z cephalothin (CET) 189,555 #1, cephaloridine (CER)
35,89 BIDEFHICB VT, Y3 v 7 DRRRIIHERE
(Y] T24.9%, L] TIT8BEHREL T3,
4E, BRBPIToREBRICEVLTY, 79745 %
V— e vavID1IBRBREANDEYT L X —FaRE
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All reactions Signs of hypersensitivity
Presence/absence of No. of No. of
allergic history Total | patients patients
. with
cases | With siRNS
- adverse of
- _""_?_atl_e_nfs_ _____ reactiond Incidence (%) hyper Incidence (%)
] Drug Tother sensitivity
g than drugs 05 10 15 20 25 30, 05 10 15 20 25 30,
+ + 266 2 ] 2 )
) + - 1,082 12 [ 6 1
B [t |Unknown) 74 3 110 0
3 Drug (+) total | 1,372] 17 1.24 1 0.80
s - + 6,423 21 11
° - - 97,764| 179 83
Syl . (Unknown] 185/ 4 O3 ] 3
25| Drug(-) total 106,032 204 P0.19 97 B0.09
g 8 [Unknown|  + 43 1 ] 1 ]
$ % | Unknown 74 2 | 2 |
& £ | Unknown | Unknown | 755| 4 [ ] 2.3
[Drug (unknown) total] ~ 72| 7 ZZZ20.80 77711
Family
T R j
~ Drug Other
& than drugs 05 1.0 15 20 25 3.0 0.5 10 15 20 25 30
£ + + 230 0 0
° + - 392 3 ] 2 ]
& |.-F___|Unknown | __ 64 ot ] 0_]
k) Drug(+) total 682 3 0.44 2 PA0.29
s = ¥ 3,482 15 6
i - - 79,005 137 66
Spp-s..[Unknown| 2044 5 O ] 2
25| Drug(—) total |84,528] 157 [Ao0.19 74 B0.09
E.E Unknown + 115 0 0
"EE Unknown - 105 1 — 1 1]
& 3| Unknown| Unknown | 22,846 _ 67 []] 361
[Drug (unknown) total| 23,066] 68 {Z30.29 37 R0.16
Patient Family
0.5 1.0 1.5 2.0 25 3.0 05 1.0 15 2.0 25 3.0
e[+ + | nesl 8 [T ' ' T T | s« T T T T
2| + - 4,132 18 ] 1n
5 .t {Unknown | 1,707} 12 [ ] .8 1
= | Patient (+) total 7,838 39 0.50 23 0.29
Er—= T 2.2 7 2
9] - - 74,560] 118 54
= |z | Unknown | 20,989 54 |27
£ [Patient (=) total |97,764] 179 B0.18 83 Jo.0s
& [Unknown + 65 2 ) 2 i
& | Unknown - 313 1 0 1 [
Unknown| Unknown | 2,296 7 [ |
[Patient(unknown)total| 2,674| 10 [Z40.37 7 PA0.26

Fig. 10.

L] ThHH, REOBREBRBZTHTH 72, LoL,
TFTI4TFY— ¥ ay ZbE0LIBBIERSRERL
7213 7 ¥ —BEROBGEE2 A5 L, BIERAR
BE®RiZ, AACEEE (0] OFEHFTO0.29%, [%
L] OEMNT0.08%THY, [HY ]| ODEFTEL->
7ro BeANCEMT VVX—BER (B0 ] OFEFIT
0.80%, (L] OEFTO0.09%THD, [ ]| OfF
BITE» o1, TDI LR, TN —BERICONT

Incidences of adverse reactions according to allergy history.

DA BHELHLETHE I EE2TFRLTWEEEZS
h3, 7, BWEBORFERACDWT, FEYSE,
vVay 7 OREIEAREGRBES SN, CET T
64%, CER T 80%, cephalexin (CEX) T100%T&®
D, 0FLUARIFEALLBIBREALTHY, K5H
BMTHDE, PIRRSEEDOFERREIZICET ©12%,
CER T 82%, CEX T100% L& L T3, ¥y
157 FlOEYy 3 v 78 (=YY >, RBEA, Zoft
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; Patients Effectiveness Usefulness
Daily | Total i % - o e
oy gﬁ:ﬁ'f;ﬁm Incidence (%) Drag | Total [P Ilmw ! rate (%) | Total ﬂ'ﬂ’& Usefulne rate %)
reactions 0.1 0;2 0.3 0;1 0;5 formulation patients mﬁ,‘ 50 1oo| Ptents grients 50 10
am | | [ o — ——T—"
Capwule [ 28,261 | 24,493 sml 61,915| 5%.318 9.0
750 135,536 85 |u,:‘1
)
E <7510;on am n— Jo.23 Granule | 21,331 17,831 ml 44,640 | 39,368 “-ZI
2| 15w 3o w J0.37
o
<| 1.500<| 19 010 Total J9,592"| 42,34 Ml 106,555 | 95,686 "“l
JUnknowry 1 0|0
*ffectiveness was not evaluated for cases collected before
Total |S3.671| w5 [ ]0.27 the interim evaluation meeting
= T T T *Improvement rate= percentage of markedly or moderately
> <20 | 2,068 1 [Jo.0s5 improved cases -
§ 208 <30| 7,709 13 Jo.17 **Usefulness rate -percentage of highly or moderately satisfied
-y cases
S| 08 sof 302 1 Jo.15
E i i ulness.
R R 0.9 Fig. 13. Effectiveness and usefulne
o5 [Unknown*| 28,990 ) 45 | J0.16
E( Tow [san| & [__Jo.15 RIMID159%E B RBRL, % 0o REER

*Body weights were not confirmed for patients
collected before the interim evaluation meeting.

Fig. 11. Incidence of adverse reactions according to
daily cefaclor dosage.

(Presence absence

C tant Total patients Patients showing adverse
oncomitan (Percentage) |reactions (Incidence, %)
drug 108,276 (100.0) 228 (0.21)
Present 88,799 ( 82.0) 207 (0.23)
Absent 19,473 ( 18.0) 21 (0.11)
Data missing 40 0.0 00.0)
(Types)
P: N
Concomitant drugs thal m:,',“a"éf,em Incidence (%)
Patients|reactions 0.2 0.4 0.6 0.8 1.0
Aﬂ[ - t T T T T 1
malesc |46:292 102 Jo.22
anti-inflammatory]
Anti-cold 9.978| 16 [_]0.16
preparation
Anti-histamne  (26,357| 38 [_]0.14
Anti-t
expectorant[68.142| 137 [_J0.20

Anti-peptic ulcer

agens | 8.859) 39 J0.44
Medicmes for | 5 467 27 Jo.49
discomfort

Enzymatic 27,861| 65 Jo.23
preparations

Others 31,978 105 J0.33
Total  [224934 529 [ ]0.24

Fig. 12. Incidence of adverse reactions according to
the presence/absence and types of concomitant
drug therapy.

AN X 2) OEBEEHICOWT, EXREES5 SN
DFRBEXRIIEFHIT60.8%, NRAIT54.3%THD,
15N TIZR%82.4%, TT.1% EHEL T3,
7o, REVSREBORBRIZa v 7L DEL, 6 HUU
Az CET T 82%, CER T84%, CEX T98% 2SR
LizbiiRTWn3, 56, BLx DT> -H/AEZERICBL
Tb, 777 49Fv—«vavrn1@liz, CCLH

IXPIAR 3 EILAPIC 55.4%, 150 (4 H) BARIC 91.1%
DEBLTEY, HLEEERL

o, MWEWXREAFOH 7)) —FIBIEARBREICD
WTHET S, $THT - ERFITIR, MRS E
1986 i H¥HE D{ER 1,862 B+ M RICITo 1.7 ¥
F— oo, AXTEMIEKREEREIX 20~30 KA THS,
¥ 7-RTAS EBHE (13.1%) &bt (20.9%) T
B, BIC20~30 RO TE» > ot ®EL T 5,
TEMIE & EVBBIE & I —FRBOBFICLs0b L
Vs, 4E, BLXOT-RAERLRTY, BIEFARBRE
i, 2FicsnTh, BBRERRROEMICEVLTY,
B LU TEL, B gRoktETHE»- 7,
20~30 AR D IBBFERBRERL LT LODL
Liizv, &7, ERER - SFHEORENICH T 58
ERRBREIL, (H0 ] OEFTHL, EEIITHS L,
¥ - EMBEEL & VBREMBRBEHFITHEL -
oo CHIZERER - SOHHESHNIE, BEREHLE
{y, ZOWHREDI:DLASLOERSHAREENSL Y
55L, 201 EABOEEEROMEEL HERT 57
UMLK ELDZI LS VERTEIBERTH S,

35, IHERTFOHN T TV —FIBHERRBREEICD
Wik, CCL DRIEMcBWTH, RARB LI UTNR
Bl (mg/kg) DH/RAXEXZEXhiz1 HESROVLTHLO
BT, £ 1 2ALURAOESEEDTIDE
KBWTY, BHEARBARIFABRE CH- 12, DI L
i3, AR/ T3 [HE - HER] #5570, B5HMY
BB cBETHNE, BFARREIZIZABETH
BILETRBLTVEEELSONS,

B#IC, BEOZECBLTERLZAE RSV
Tk, BEBER - SHECHL T, EHOEREB X
UHEZ OB L OHE IR ORI 100% 858 = T
WHEWIETHDERbNhS, Thi285 -oHRER
ENHEM T SN, BEE, BES X UKL - 581
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BIFARBEMRE C L 0, BIEFARBEM BT 28
KR - SOHEOEC, ML tRAEOMRINES LU
Rt BN T3, 40, R0 {T-RER,
CCL B¥REOFTH > I b oSN RBEH6.1%TH
D, BEEEEER - AHHE 2 L] OEMH80.0% %5
Tulzd, BASLORFBHA SN TV E
R.0%EZhot, ZOZEE, BIfEBORE L CCL
EDRRBIROHES, [HO»HEDD | & [$5
BEbHD ] 2E5E58.1% L, MEHz 0 LA
] H338.6% L BB oo i, HEAE
CCLOATRHAROLJ|BATELZVWI E, BIUH
RELOMHEFRCIVRRTIERE LD I>Z L
ERBLTWREEI SN, FOHBAEORSEI LA
Thh, EHMOHEEIER IZEXEIIY 2 213 S
20, BFARBOGKRME LRI TH S,

UEXD, MZ2+HCT, KBIhTW3 [
& AR] 250, BSABLERNLBEHOKRSTH
niX, BIFRARBA 2L, BEEZEIERY H2EE#
BRI ENTELDOTREZVIES D 0,

%72, 4EO & 5 %t prospective study 1, HEREIC
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Appraisal of the safety of cefaclor

—A nationwide prospective study—

Kaoru Shimada
Institution of Medical Science, University of Tokyo, Shiroganedai 4-6 1, Minato-ku, Tokyo 108, Japan

Shuji Suzuki
Faculty of Medicine, University of Tokyo

Keisuke Sunakawa
The 2nd Tokyo National Hospital

Masatoshi Yasuda, Kenji Ohara, Takashi Nishikawa and Masao Ito
Shionogi & Co., Ltd.

To accurately determine the incidence of symptoms of hypersensitivity such as anaphylactic
shock and eruption, as well as other serious adverse reactions to cefaclor (CCL), we conducted a
nation-wide prospective study. Goals for the numbers of subjects were established according to the
region, the institutions and departments of each institution, so that the statistically calculated
population size (106,447) and the results of CCL use would be reflected in these numbers. The
investigation period was scheduled by each institution in advance, and patients who visited the
institution during the that period and to whom CCL was prescribed were used as subjects. The
following results were obtained.

1. CCL was administraered to in 108,549 patients at 904 institutions throughout Japan, and
108,276 were actually treated with CCL after thorough questioning as to their history of allergy.

2. Adverse reactions occurred in 0.11% of the subjects (228 of 108,276 subjects). The incidence
of symptoms of hypersensitivity including anaphylactic shock (0.001%; one case) and eruption was
0.103% (112 cases), that of gastrointestinal symptoms 0.95% (103 cases), abnormal hepatic
function 0.007% (8 cases) and others 0.011% (12 cases). Most of the adverse reactions observed
were mild or moderate, and there were no serious adverse reactions, except for one case of
anaphylactic shock.

3. The incidence of adverse reactions was higher in adults than in children, and in women
than in men. It was particularly high in women in their 30s. The incidence was high in palients
with underlying diseases and complications, and those with a past history of allergy. It was also
high in palients with a past history of allergy to drugs. It was higher after administration of
capsules than after that of fine subtilaes, and in patients who were using other drugs
concomitantly

4. The improvement rate (effectiveness) was 85.3% and the utility rate was 89.8%. The
improvement and utility rates were almost the same regardless of the dosage form.

These observations suggest the importance of inquiry about the past history and family history
of allergy prior to the administration of antibiotics such as CCL. A prospective study like the
current one is considered useful for appropriate understanding of the incidence of adverse
reactions. )



